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We Encourage Clinicians in Practice to Submit Questions
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Feel free to submit questions now before the program
begins and throughout the program.

TO PRACTICE




Familiarizing Yourself with the Zoom Interface

Chat
RTP Coordinat... | Kirsten Miller RTP Mike Rivera Lisa Suarez Me to Panelists 4:31 PM

Welcome and thank you for
attending! To access the slides
& Recording... from_ today's session please use
the link below.

http://
images.researchtopractice.com/
2021/Meetings/Slides/
MTP_ToGo_CLL_2021_Aprill.pdf

John N Allan, MO lan W Flinn, MD, PhD Me to Panelists and Attendees 4:32 PM
Assistant Professor of Medicine ' Director of Lymphoma Research Program
Weill Cornell Medicine Sarah Cannon Research Institute : :
attending! To access the slides

New York, New York Tennessee Oncology from today’s session please use

Nashville, Tennessee the link below.
http://
images.researchtopractice.com/
2021/Meetings/Slides/
MTP_ToGo_CLL_2021_Aprill.pdf

Welcome and thank you for

Steven Coutre, MD - Prof John G Gribben, MD, DSc, FMedSci
Professor of Medicine (Hematology) ] Chair of Medical Oncology
Stanford University School of Medicine 3 Barts Cancer Institute
Stanford, California B Queen Mary University of London
Charterhouse Square
London, United Kingdom

Matthew S Davids, MD, MMSc Brian T Hill, MD, PhD

Associate Professor of Medicine Director, Lymphoid Malignancy Program
Harvard Medical School Cleveland Clink Taussig Cancer Institute
Director of Clinical Research %y Cleveland, Ohio

Division of Lymphoma
Dana-Farber Cancer Institute Bl Panelists and Attendees ~

Boston, Massachusetts g Type r

Drag the white line above the submission box up to create
more space for your message.




Familiarizing Yourself with the Zoom Interface

R
fe
RTP Coordinator ) ' Kirsten Miller RTP Mike Rivera Lisa Suarez
5} A

Research To Practice CME Planning Committee Members,
Staff and Reviewers

& Recording...

Planners, scientific staff and independent reviewers for Research To Practice
have no relevant conflicts of interest to disclose.

Chat
Me to Panelists

Welcome and thank you
for attending! To access
the slides from today’s
session please use the link
below.

http://
images.researchtopractice
.com/2021/Meetings/
Slides/

MTP_ToGo CLL 2021 April
1.pdf

Me to P.
Attendees

Welcome and thank you
for attending! To access
the slides from today’s
session please use the link
below.

http://
images.researchtopractice
.com/2021/Meetings/
Slides/
MTP_ToGo_CLL_2021_April
1.pdf

[ Panelists and Attendees ~ |

Type message here

Press Command (for Mac) or Control (for PC) and the + symbol.
You may do this as many times as you need for readability.




ONCOLOGY TODAY

WITH DR NEIL LOVE

Management of
HER2-Low Breast Cancer

F ’ DR IAN KROP
< DANA-FARBER CANCER INSTITUTE
).

- Listen on
0

Listen on
¥ Apple Podcasts % Spotify *.!" Google Podcasts

Dr lan Krop Management of HER2-Low
Oncology Today with Dr Neil Love —

o M o




Key Considerations in the
Optimal Clinical Care of Patients

with Small Cell Lung Cancer
A CME/MOC-Accredited Virtual Event

Thursday, November 4, 2021
5:00 PM -6:00 PM ET

Faculty

Anne Chiang, MD, PhD
David R Spigel, MD

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Management of Acute Myeloid Leukemia

Monday, November 8, 2021
5:00 PM —-6:00 PM ET

Faculty
Keith W Pratz, MD

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Management of Metastatic
Castration-Resistant Prostate Cancer

Tuesday, November 9, 2021
5:00 PM -6:00 PM ET

Faculty
Simon Chowdhury, MD, PhD

Moderator
Neil Love, MD




VIRTUAL MOLECULAR TUMOR BOARD
Optimizing Biomarker-Based Decision-Making for
Patients with Non-Small Cell Lung Cancer with EGFR

Mutations or with Other Oncogene-Addicted Lung Cancers
A 2-Part CME/MOC-Accredited Webinar Series

Thursday, November 11, 2021
5:00 PM —-6:00 PM ET

Faculty
Marc Ladanyi, MD
Andrew J McKenzie, PhD
Helena Yu, MD

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Clinical Management of
Hodgkin and Non-Hodgkin Lymphomas

Monday, November 15, 2021
5:00 PM - 6:00 PM ET

Faculty
Christopher R Flowers, MD, MS

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Selection and Sequencing of Therapy
for Patients with ER-Positive Breast Cancer

Wednesday, November 17, 2021
5:00 PM —-6:00 PM ET

Faculty
Kevin Kalinsky, MD, MS

Moderator
Neil Love, MD




Thank you for joining us!

CME and MOC credit information will be emailed to
each participant within 5 business days.




Meet The Professor

Optimizing the Selection and Sequencing
of Therapy for Patients with
HER2-Positive Breast Cancer

Adam M Brufsky, MD, PhD
Professor of Medicine
Co-Director, Comprehensive Breast Cancer Center
UPMC Hillman Cancer Center
Associate Division Chief, Division of Hematology/Oncology

Department of Medicine
University of Pittsburgh
Pittsburgh, Pennsylvania




Meet The Professor Program Participating Faculty

Karen A Gelmon, MD

Professor of Medicine

University of British Columbia
Medical Oncologist, BC Cancer
Vancouver, British Columbia, Canada

Sara Hurvitz, MD

Professor of Medicine

David Geffen School of Medicine at UCLA
Director, Breast Cancer Clinical Research Program
Co-Director, Santa Monica-UCLA Outpatient
Oncology Practice

Santa Monica, California

Erika Hamilton, MD

Director, Breast and Gynecologic
Research Program

Sarah Cannon Research
Institute/Tennessee Oncology
Nashville, Tennessee

Reshma Mahtani, DO

Associate Professor of Medicine
Co-Leader, Breast Cancer Program
Sylvester Cancer Center
University of Miami

Miami, Florida

RESEARCH
TO PRACTICE




Meet The Professor Program Participating Faculty

Hope S Rugo, MD

Professor of Medicine

Director, Breast Oncology and Clinical Trials Education
University of California, San Francisco

Helen Diller Family Comprehensive Cancer Center
San Francisco, California

Sara M Tolaney, MD, MPH

Chief, Division of Breast Oncology

Associate Director, Susan F Smith Center for Women’s Cancers
Senior Physician

Dana-Farber Cancer Institute

Associate Professor of Medicine

Harvard Medical School

Boston, Massachusetts

Moderator

Neil Love, MD
Research To Practice
Miami, Florida

RESEARCH
TO PRACTICE




We Encourage Clinicians in Practice to Submit Questions

You may submit questions
using the Zoom Chat

option below

Research

A WA A i 2" i ® @

Start Video Invite Participants Share Chat Record

Feel free to submit questions now before the

program begins and throughout the program.

Zo

Participants (10)

Q searct
€=> John Smith

ooooooooooooo

0 0




ONCOLOGY TODAY

WITH DR NEIL LOVE

Management of
HER2-Low Breast Cancer

F ’ DR IAN KROP
< DANA-FARBER CANCER INSTITUTE
).

- Listen on
0

Listen on
¥ Apple Podcasts % Spotify *.!" Google Podcasts

Dr lan Krop Management of HER2-Low
Oncology Today with Dr Neil Love —

o M o




Key Considerations in the
Optimal Clinical Care of Patients

with Small Cell Lung Cancer
A CME/MOC-Accredited Virtual Event

Thursday, November 4, 2021
5:00 PM -6:00 PM ET

Faculty

Anne Chiang, MD, PhD
David R Spigel, MD

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Management of Acute Myeloid Leukemia

Monday, November 8, 2021
5:00 PM —-6:00 PM ET

Faculty
Keith W Pratz, MD

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Management of Metastatic
Castration-Resistant Prostate Cancer

Tuesday, November 9, 2021
5:00 PM -6:00 PM ET

Faculty
Simon Chowdhury, MD, PhD

Moderator
Neil Love, MD




VIRTUAL MOLECULAR TUMOR BOARD
Optimizing Biomarker-Based Decision-Making for
Patients with Non-Small Cell Lung Cancer with EGFR

Mutations or with Other Oncogene-Addicted Lung Cancers
A 2-Part CME/MOC-Accredited Webinar Series

Thursday, November 11, 2021
5:00 PM —-6:00 PM ET

Faculty
Marc Ladanyi, MD
Andrew J McKenzie, PhD
Helena Yu, MD

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Clinical Management of
Hodgkin and Non-Hodgkin Lymphomas

Monday, November 15, 2021
5:00 PM - 6:00 PM ET

Faculty
Christopher R Flowers, MD, MS

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Selection and Sequencing of Therapy
for Patients with ER-Positive Breast Cancer

Wednesday, November 17, 2021
5:00 PM —-6:00 PM ET

Faculty
Kevin Kalinsky, MD, MS

Moderator
Neil Love, MD




Meet The Professor

Optimizing the Selection and Sequencing
of Therapy for Patients with
HER2-Positive Breast Cancer

Adam M Brufsky, MD, PhD
Professor of Medicine
Co-Director, Comprehensive Breast Cancer Center
UPMC Hillman Cancer Center
Associate Division Chief, Division of Hematology/Oncology

Department of Medicine
University of Pittsburgh
Pittsburgh, Pennsylvania




A 65-year-old woman with an ER-positive, HER2-positive IDC experiences
recurrence in the liver and brain 18 months after completing neoadjuvant
TCHP followed by adjuvant trastuzumab/pertuzumab and postadjuvant
neratinib and is receiving adjuvant anastrozole. Regulatory and
reimbursement issues aside, what systemic treatment would you recommend?
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Dr Gelmon trastuzumab/ @ Dr Mahtani T;astuiumab
capecitabine eruxtecan
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Dr Hamilton trastuzumab/ ﬂ Dr Rugo Trastuzumab
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Tucatinib + -
ﬁ Dr Hurvitz trastuzumab/ Dr Tolaney Trastuzumab/
“ capecitabine e pertuzumab/paclitaxel
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Meet The Professor with Dr Brufsky

MODULE 1: HER2 in the Real World

MODULE 2: Case Presentations

Dr Martins: A 60-year-old woman with triple-positive metastatic breast cancer (mBC)

Dr Gosain: A 67-year-old woman with ER/PR-negative, HER2-positive BC and brain metastases

Dr Astrow: A 67-year-old woman with ER/PR-positive, HER2-positive mBC with recurrence in the brain

Dr Peles: An 80-year-old woman with ER-positive, PR-negative, HER2-positive localized BC and treated CLL
Dr Gandhi: A 58-year-old woman with ER/PR-negative, HER2-positive mBC with a PIK3CA mutation

Dr Santiago: A 53-year-old woman with ER/PR-positive, HER2-positive infiltrating lobular BC

Dr Zafar: A 33-year-old woman with triple-positive mBC and possible mosaicism of TP53 mutation

MODULE 3: Journal Club with Dr Brufsky

MODULE 4: Faculty Survey

MODULE 5: Appendix of Key Data Sets
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Case Presentation — Dr Martins: A 60-year-old
woman with triple-positive mBC

Dr Joseph Martins

e 2014: Triple-positive breast cancer with asymptomatic osseous metastases

e Taxane/trastuzumab/pertuzumab = Tamoxifen/trastuzumab
— Ejection fraction dropped to 45% but normalized on beta-B and ACE-|

e 2/2016: Anastrozole
 4/2016: PD - Resumed trastuzumab/pertuzumab
e 2/2019: PD - T-DM1, discontinued anastrozole

e 4/2020: PD = Switched to trastuzumab deruxtecan

Question

 What treatment would you consider next for her?
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Case Presentation — Dr Gosain: A 67-year-old woman
with ER/PR-negative, HER2-positive breast cancer

and brain metastases g g
Dr Rohit Gosain

-

* Presented with 20-pound weight loss in 3 months and concerning mammogram
finding in right breast

* Ultrasound and biopsy revealed a 5-cm IDC, HER2+ (positive based on FISH), ER/PR-negative
* CT of the chest/abdomen/pelvis and bone scan showed multiple liver and lung lesions
* THP (docetaxel/trastuzumab/pertuzumab) followed by T-DM1

* Presented with altered mental status and MRI showing multiple sub-centimeter brain lesions
concerning for metastases, along with liver and lung lesions increased in size

Question

 What therapy would you offer next to this patient?
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Case Presentation — Dr Astrow: A 67-year-old woman
with ER/PR-positive, HER2-positive mBC with
recurrence in the brain

e
i &‘l

: : - : , Dr Alan Astrow
* Presented 6 years ago with triple-positive metastatic breast cancer and liver

failure from liver metastases
e Carboplatin plus trastuzumab and an aromatase inhibitor; paclitaxel added as liver function improved

* Carboplatin/paclitaxel/trastuzumab x 6 months - continued aromatase inhibitor
+ trastuzumab/pertuzumab - CR for 5 years

* Developed brain metastases and treated with SBRT twice

* Now presents with new brain metastases

Questions

* Would you recommend another treatment with stereotactic brain radiation, or tucatinib plus
capecitabine?

 What is your experience with tucatinib? How toxic is it? How are the patients doing on it? How long
do you need to keep the patient on it? Would you combine it with SBRT?
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Case Presentation — Dr Peles: An 80-year-old woman
with ER-positive, PR-negative, HER2-positive
localized breast cancer and treated CLL

Dr Shachar Peles
 PMH: CLL, Rai Stage IV, s/p obinutuzumab/venetoclax 3/2021, CAD, CABG 2018; Recent EF: 65%
* Right, 2.7-cm ER-positive, PR-negative, HER2-positive IDC

* Discussed neoadjuvant paclitaxel/trastuzumab = Surgery = Trastuzumab x 1 year

Questions

* How would you manage her if she were 30 years younger? What if her ejection fraction was 40%?
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Case Presentation — Dr Gandhi: A 58-year-old woman
with ER/PR-negative, HER2-positive mBC with a
PIK3CA mutation

Dr Sunil Gandhi

* 2-cm ER-negative, PR-positive, HER2-positive BC s/p lumpectomy
» Paclitaxel/trastuzumab x 12 = Trastuzumab x 1 year; Declined adjuvant anastrozole

* Transferred care 6/2021: Hepatomegaly, with widespread biopsy-confirmed ER/PR-negative,
HER2-positive liver metastases

* Docetaxel/carboplatin/trastuzumab/pertuzumab (TCHP), with near CR after 3 cycles

Question

 When should we administer neoadjuvant chemotherapy versus adjuvant chemotherapy for
patients with HER2-positive breast cancer?
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Case Presentation — Dr Santiago: A 53-year-old
woman with ER/PR-positive, HER2-positive
infiltrating lobular breast cancer

Dr Ferdy Santiago

e Currently receiving neoadjuvant TCHP for a 2.5-cm, Grade I, ER/PR/HER2-positive
infiltrating lobular cancer

Question

* If she achieves a pathologic complete response but has circulating tumor cells, would you
administer T-DM1 as per the KATHERINE trial?
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Case Presentation — Dr Zafar: A 33-year-old woman
with triple-positive mBC and possible mosaicism of
TP53 mutation

Dr Syed Zafar

Bilateral breast masses and LAD
— Right: 6-cm, Grade Ill, ER/PR/HER2-positive
— Left: 3-cm, Grade Ill, ER/PR-positive, HER2-negative

* Solitary 1.7-cm right hepatic metastasis, biopsy-confirmed ER/PR/HER2-positive
* Germline testing: BRCA wildtype, possible mosaicism of TP53 mutation
e OFS + trastuzumab/pertuzumab/docetaxel, with good response (6-mm residual liver lesion, SBRT)

* Maintenance trastuzumab/pertuzumab + OFS/AIl and bisphosphonate

Question

* Should we consider breast surgery of her primaries combined with local therapy, or just proceed
with her current maintenance treatment?
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Blohmer et al. Breast Cancer Research (2020) 22:70
https://doi.org/10.1186/513058-020-01309-3 Breast Ca ncer Resea rch

RESEARCH ARTICLE Open Access

Patient treatment and outcome after breast
cancer orbital and periorbital metastases: a
comprehensive case series including
analysis of lobular versus ductal tumor
histology
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Representation of the Anatomical Location
of All Ophthalmic Metastases (OM)
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Journal Club with Dr Brufsky

Brufsky A et al. A Phase 2 study of poziotinib in patients with HER2-positive
metastatic breast cancer heavily pre-treated with HER2-targeted therapy. SABCS
2020;Abstract PD1-07.

Hurvitz SA et al. Efficacy of neratinib plus capecitabine in the subgroup of patients
with central nervous system involvement from the NALA trial. Oncologist
2021;26(8):e1327-38.

Marx GM et al. Dose escalation for mitigating diarrhea: Ranked tolerability

assessment of anti-diarrheal regimens in patients receiving neratinib for early-stage
breast cancer. ASCO 2021;Abstract 536.

Hyder T et al. Aromatase inhibitor-associated musculoskeletal syndrome:
Understanding mechanisms and management. Front Endocrinol (Lausanne)
2021;12:713700.
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Journal Club with Dr Brufsky

Mamounas EP et al. Breast Cancer Index (BCl) and prediction of benefit from
extended aromatase inhibitor (Al) therapy (tx) in HR+ breast cancer: NRG
oncology/NSABP B-42. ASCO 2021;Abstract 501.

Lundstrom K et al. Viewpoint: Origin of SARS-CoV-2. Viruses 2020;12(11):1203.

Redwan EM et al. The mechanism behind flaring/triggering of autoimmunity
disorders associated with COVID-19. Autoimmun Rev 2021;20(10):102909.

Perrot L et al. First flare of ACPA-positive rheumatoid arthritis after SARS-CoV-2
infection. Lancet Rheumatol 2021;3(1):e6-8.
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Management of Metastatic HER2-Positive Breast Cancer




A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver 6 months after completing
neoadjuvant TCHP followed by adjuvant trastuzumab/pertuzumab.
Regulatory and reimbursement issues aside, what systemic treatment
would you recommend?

Trastuzumab/pertuzumab/docetaxel
T-DM1

Neratinib + paclitaxel

Neratinib + capecitabine

Tucatinib + trastuzumab/capecitabine
Trastuzumab deruxtecan

Trastuzumab + capecitabine
Other
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A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver 6 months after
completing neoadjuvant TCHP followed by adjuvant
trastuzumab/pertuzumab. Regulatory and reimbursement issues

aside, what systemic treatment would you recommend?

Dr Gelmon

Dr Hamilton

ﬁ Dr Hurvitz

Trastuzumab
deruxtecan

Trastuzumab
deruxtecan

@ Dr Mahtani
ﬂ Dr Rugo
Dr Tolaney

Trastuzumab
deruxtecan

Trastuzumab
deruxtecan

Trastuzumab
deruxtecan

Trastuzumab
deruxtecan
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A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver 6 months after
completing neoadjuvant TCHP followed by adjuvant T-DM1.

Regulatory and reimbursement issues aside, what systemic
treatment would you recommend?

Dr Gelmon

Dr Hamilton

ﬁ Dr Hurvitz

Trastuzumab

Trastuzumab
deruxtecan

deruxtecan

@ Dr Mahtani
ﬂ Dr Rugo
Dr Tolaney

Trastuzumab

Trastuzumab
deruxtecan

deruxtecan

Trastuzumab

Trastuzumab
deruxtecan

deruxtecan
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A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver and brain 18 months after
completing neoadjuvant TCHP followed by adjuvant trastuzumab/
pertuzumab. Regulatory and reimbursement issues aside, what
systemic treatment would you recommend?

Trastuzumab/pertuzumab/docetaxel
T-DM1

Neratinib + paclitaxel

Neratinib + capecitabine

Tucatinib + trastuzumab/capecitabine
Trastuzumab deruxtecan
Trastuzumab + capecitabine

Other
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A 65-year-old woman with an ER-negative, HER2-positive IDC
experiences disease recurrence in the liver and brain 18 months
after completing neoadjuvant TCHP followed by adjuvant
trastuzumab/pertuzumab. Regulatory and reimbursement issues
aside, what systemic treatment would you recommend?

Tucatinib + Tucatinib +
Dr Gelmon trastuzumab/ g Dr Mahtani trastuzumab/
capecitabine capecitabine

Tucatinib + Tucatinib +
Dr Hamilton trastuzumab/ ﬂ Dr Rugo trastuzumab/

capecitabine capecitabine

ﬁ Dr Hurvitz Trastuzumab Dr Talaney Trastuzumab/

deruxtecan pertuzumab/paclitaxel




A 65-year-old woman with an ER-positive, HER2-positive IDC experiences
recurrence in the liver and brain 18 months after completing neoadjuvant
TCHP followed by adjuvant trastuzumab/pertuzumab and postadjuvant
neratinib and is receiving adjuvant anastrozole. Regulatory and
reimbursement issues aside, what systemic treatment would you recommend?

Tucatinib +
Dr Gelmon trastuzumab/ @ Dr Mahtani T;astuiumab
capecitabine eruxtecan

- Tucatinib +
Dr Hamilton trastuzumab/ ﬂ Dr Rugo Trastuzumab

capecitabine deruxtecan

Tucatinib + -
ﬁ Dr Hurvitz trastuzumab/ Dr Tolaney Trastuzumab/
“ capecitabine e pertuzumab/paclitaxel




A 65-year-old woman with ER-negative, HER2-positive mBC receives
first-line THP followed by second-line T-DM1 on disease progression.

She now presents with further low-volume, asymptomatic progression
but no evidence of CNS involvement. Regulatory and reimbursement

issues aside, what systemic treatment would you recommend?

Dr Gelmon

Dr Hamilton

ﬁ Dr Hurvitz

Tucatinib +
trastuzumab/
capecitabine

Tucatinib +
trastuzumab/
capecitabine

@ Dr Mahtani
ﬂ Dr Rugo
Dr Tolaney

Tucatinib +
trastuzumab/
capecitabine

Trastuzumab
deruxtecan

Tucatinib +
trastuzumab/
capecitabine

Trastuzumab
deruxtecan




A 65-year-old woman with ER-negative, HER2-positive mBC receives first-line
THP followed by second-line T-DM1 on disease progression. She now

presents with further high-volume, moderately symptomatic progression but

no evidence of CNS involvement. Regulatory and reimbursement issues
aside, what systemic treatment would you recommend?

Tucatinib +
Dr Gelmon trastuzumab/ @ Dr Mahtani Tgastuztumab
capecitabine eruxtecan

Br Hamilton Trastuzumab ﬂ DF Rugo Trastuzumab

deruxtecan deruxtecan

ﬁ Dr Hurvitz Trastuzumab D Tolansy Trastuzumab

deruxtecan deruxtecan




At what grade of ILD would you permanently discontinue
therapy with trastuzumab deruxtecan for a patient with
HER2-positive mBC?




A 65-year-old woman with ER-negative, HER2-positive mBC
receives first-line THP but after 1 year experiences disease
progression, including 1 brain metastasis that is resected.

Regulatory and reimbursement issues aside, what systemic
treatment would you recommend next?

Tucatinib + Tucatinib +
Dr Gelmon trastuzumab/ g Dr Mahtani trastu;umgb/
capecitabine capecitabine

= Tucatinib +
Dr Hamilton trastuzumab/ ﬂ Dr Rugo Uk

capecitabine deruxtecan

ﬁ Dr Hurvitz Trastuzumab D Tolansy Trastuzumab

deruxtecan deruxtecan
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A 65-year-old woman with ER-negative, HER2-positive mBC

receives first-line THP but after 1 year experiences disease
progression, including multiple brain metastases. Regulatory and

reimbursement issues aside, what systemic treatment would you

recommend next?

Tucatinib +
Dr Gelmon trastuzumab/
capecitabine

Tucatinib +
Dr Hamilton trastuzumab/

capecitabine

Tucatinib +
ﬁ Dr Hurvitz trastuzumab/

capecitabine

@ Dr Mahtani
ﬂ Dr Rugo
Dr Tolaney

Tucatinib +
trastuzumab/
capecitabine

Tucatinib +
trastuzumab/
capecitabine

Tucatinib +
trastuzumab/
capecitabine
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A 65-year-old woman with ER-negative, HER2-positive mBC receives
first-line THP followed by second-line T-DM1 on disease progression.
She now presents with a single brain metastasis that is resected with
no other evidence of progression. Regulatory and reimbursement
issues aside, what systemic treatment would you recommend?

> 48 Dr Gelmon Continue T-DM1 @ Dr Mahtani Continue T-DM1

Dr Hamilton Continue T-DM1 ﬂ Dr Rugo Continue T-DM1

ﬁ Dr Hurvitz Continue T-DM1 Dr Tolaney Continue T-DM1




A 65-year-old woman with ER-negative, HER2-positive mBC receives
first-line THP followed by second-line T-DM1 on disease progression.
She now presents with further disease progression, including multiple
new brain metastases. Regulatory and reimbursement issues aside,
what systemic treatment would you recommend?

Tucatinib + Tucatinib +
Dr Gelmon trastuzumab/ g Dr Mahtani trastuzumab/
capecitabine capecitabine

Tucatinib + Tucatinib +
Dr Hamilton trastuzumab/ ﬂ Dr Rugo trastuzumab/

capecitabine capecitabine

Tucatinib + - Tucatinib +
ﬁ Dr Hurvitz trastuzumab/ Dr Tolaney trastuzumab/
: capecitabine - capecitabine




Localized HER2-Positive Breast Cancer




Which neoadjuvant systemic therapy, if any, would you generally
recommend for a 65-year-old patient with a 2.5-cm ER-negative,

HER2-positive, clinically node-negative IDC?

None

TCHP

TCH

Paclitaxel/trastuzumab
Paclitaxel/trastuzumab/pertuzumab
ACTH

Other
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Which neoadjuvant systemic therapy, if any, would you generally
recommend for a 65-year-old patient with a 2.5-cm ER-negative,
HER2-positive, clinically node-negative IDC?

TCHP
~ & Dr Gelmon (TCH/pertuzumab) or @ Dr Mahtani

ACTH/pertuzumab

 DrHarilion TCHP ] br Rugo Paclitaxel/trastuzumab
M ] /pertuzumab
ﬁ Dr Hurvitz TCHP Dr Tolaney




A 65-year-old woman presents with a 3.4-cm ER-positive, HER2-positive
IDC with biopsy-proven axillary nodes, receives neoadjuvant TCHP and at
surgery is found to have 0.5 cm of residual tumor in the breast and no
disease in the nodes. Regulatory and reimbursement issues aside, what
adjuvant anti-HER2 therapy would you recommend?

Trastuzumab
Trastuzumab/pertuzumab

T-DM1

Trastuzumab =2 neratinib
Trastuzumab/pertuzumab = neratinib
T-DM1 - neratinib

Other
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A 65-year-old woman presents with a 3.4-cm ER-positive, HER2-positive

IDC with biopsy-proven axillary nodes, receives neoadjuvant TCHP and
at surgery is found to have 0.5 cm of residual tumor in the breast and

no disease in the nodes. Regulatory and reimbursement issues aside,
what adjuvant anti-HER2 therapy would you recommend?

~ % Dr Gelmon T-DM1 @ Dr Mahtani T-DM1

, T-DM1 or -
% Dr Hamilton T-DM1 > neratinib n Dr Rugo T-DM1
ﬁ Dr Hurvitz T-DM1 - neratinib Dr Tolaney T-DM1




Meet The Professor with Dr Brufsky

MODULE 1: HER2 in the Real World

MODULE 2: Case Presentations

Dr Martins: A 60-year-old woman with triple-positive metastatic breast cancer (mBC)

Dr Gosain: A 67-year-old woman with ER/PR-negative, HER2-positive BC and brain metastases

Dr Astrow: A 67-year-old woman with ER/PR-positive, HER2-positive mBC with recurrence in the brain

Dr Peles: An 80-year-old woman with ER-positive, PR-negative, HER2-positive localized BC and treated CLL
Dr Gandhi: A 58-year-old woman with ER/PR-negative, HER2-positive mBC with a PIK3CA mutation

Dr Santiago: A 53-year-old woman with ER/PR-positive, HER2-positive infiltrating lobular BC

Dr Zafar: A 33-year-old woman with triple-positive mBC and possible mosaicism of TP53 mutation

MODULE 3: Journal Club with Dr Brufsky

MODULE 4: Faculty Survey

MODULE 5: Appendix of Key Data Sets
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Management of Metastatic HER2-Positive Breast Cancer




Trastuzumab Deruxtecan Significantly Improved PFS Over T-DM1

for HER2-Positive Metastatic Breast Cancer
Press Release — August 9, 2021

“Trastuzumab deruxtecan demonstrated superior progression-free survival (PFS) outcomes over trastuzumab
emtansine (T-DM1) in patients with HER2-positive metastatic breast cancer, based on the phase 3 DESTINY-
Breast03 trial (NCT03529110). The study’s planned interim analysis identified a statistically significant and
clinically meaningful improvement in the primary end point of PFS as assessed by an Independent Data
Monitoring Committee (IDMC) for patients with HER2-positive, unresectable and/or metastatic breast cancer
who received prior treatment with trastuzumab and a taxane.

Approximately 500 patients were enrolled in the DESTINY-Breast03 trial, who were randomized to either the
experimental trastuzumab deruxtecan arm or the comparator T-DM1 arm. The primary end point was PFS
assessed by IDMC, with secondary end points including overall survival (OS), objective response rate (ORR),
duration of response, and PFS based on investigator assessment.

While patients treated with trastuzumab deruxtecan trended toward OS improvement, the data were
immature. Furthermore, the safety profile was consistent with previously reported data regarding

trastuzumab deruxtecan, with no new safety signals or grade 4/5 treatment-related interstitial lung disease
events observed.”

https://www.cancernetwork.com/view/trastuzumab-deruxtecan-significantly-improved-pfs-over-tdm-1-for-her2-metastatic-breast-cancer o TeTice




mcongress

Trastuzumab Deruxtecan (T-DXd) vs
Trastuzumab Emtansine (T-DM1) in
Patients With HER2+ Metastatic Breast
Cancer: Results of the Randomized,
Phase 3 Study DESTINY-Breast03

Javier Cortés, MD?, Sung-Bae Kim, Wei-Pang Chung,
Seock-Ah Im, Yeon Hee Park, Roberto Hegg, Min-Hwan Kim,
Ling-Ming Tseng, Vanessa Petry, Chi-Feng Chung, Hiroji Iwata,
Erika Hamilton, Giuseppe Curigliano, Binghe Xu, Caleb Lee,
Yali Liu, Jillian Cathcart, Emarjola Bako, Sunil Verma, Sara Hurvitz
On behalf of the DESTINY-Breast03 investigators

aMedical Oncology, International Breast Cancer Center (IBCC), Quironsalud
Group, and Vall d'Hebron Institute of Oncology (VHIO), Barcelona, Spain;
Universidad Europea de Madrid, Faculty of Biomedical and Health Sciences,
Department of Medicine, Madrid, Spain.

Abstract LBA1 RTP
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DESTINY-Breast03 Phase Ill Trial Schema

An open-label, multicenter study (NCT03529110)

Patients

* Unresectable or metastatic HER2-positive?2 T-DXd
breast cancer 5.4 mg/kg Q3W

« Previously treated with trastuzumab and (n =261)

taxane in advanced/metastatic setting®
« Could have clinically stable, treated brain

metastases
Stratification factors T-DM1
« Hormone receptor status 3.6 mg/kg Q3W
* Prior treatment with pertuzumab (n = 263)

 History of visceral disease

Interim analysis for PFS (data cutoff: May 21, 2021)

» Efficacy boundary for superiority: P < 0.000204 (based on 245 events)

* IDMC recommendation to unblind study (July 30, 2021)

Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

Cortés J et al. ESMO 2021;Abstract LBA1.

Primary endpoint
* PFS (BICR)

Key secondary endpoint
« OS

Secondary endpoints

* ORR (BICR and
investigator)

* DOR (BICR)

* PFS (investigator)

« Safety
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DESTINY-Breast03: PFS by BICR

Primary Endpoint: PFS by BICR

100+

52 mPFS, mo (95% CI) NR (18.5-NE) 6.8 (5.6-8.2)
= ] 12-mo PFS rate, % 75.8 34.1

= (95% Cl) (69.8-80.7) (27.7-40.5)
8 gg- 0.28 (0.22-0.37)

© 0

5 A — P=78 X 102

E !

.g 60+

E 3y +—— 3 - i

7]

@ =

o 40

U

z :

9 - .
§ 20+

a | +  Censor

o —t+— T-DXd (n = 261)

o g " T-DM1(n=263)

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32
Time, months
Patients Still at Risk:

T-DXd (261) 261 256 250 244 240 224 214 202 200 183 168 164 150 132 112 105 79 64 53 45 36 29 25 19 10 6 5 3 2 O
T-DM1 (263) 263 252 200 163 155 132 108 96 93 78 65 60 51 43 37 34 29 23 21 16 12 8 6 4 1 1 1 1 1 1 1 1 0

RTP
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DESTINY-Breast03: OS by BICR
Key Secondary Endpoint: OS

1004 —
o\o
_é 804
=
3
o 60
o.
©
2 40 T-DXd T-DM1
§ mOS, mo (95% Cl) NE (NE-NE) NE (NE-NE)
— 12-mo OS rate, % 94.1 85.9
g 20- (95% CI) 90.3-96.4 80.9-89.7
> -
i - (T:T;;Zr@sn i ) oﬁe_(%;';gff )

o] " T-DM1(263) )

0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33
" : . Time, months

Patients Still at Risk:

T-DXd (261) 261 256 256 255 254 251 249 244 243 241 237 230 218 202 180 158 133 108 86 71 56 50 42 33 24 18 11 10 7 6 2 2 1 0

T-DM1 (263) 263 258 253 248 243 241 236 232 231 227 224 210 188 165151 140120 91 75 58 52 44 32 27 18 11 5§ 4 3 3 1 1 0

mcongress Early OS data with relatively few events (33 in the T-DXd arm, 53 in the T-DM1 arm)
aP = 007172, but does not cross pre-specified boundary of P < .000265 RTP
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DESTINY-Breast03: Adverse Events of Special Interest

Adjudicated as drug-related ILD/pneumonitis?, n (%)

T-DXd (n = 257) 18 (7.0) 2 (0.8) 27 (10.5)
T-DM1 (n = 261) 4 (1.5) 1(0.4) 0 0 0 5 (1.9)

 There were no grade 4 or 5 adjudicated drug-related ILD/pneumonitis events observed with T-DXd

LVEF decrease, n (%)

mmmm Any Grade

T-DXd (n = 257) 1(0.4)° 6 (2.3)° 0 7(2.7)
T-DM1 (n = 261) 0 1(0.4)° 0 0 0 1(0.4)

* Inthe T-DXd arm, all reported adverse events of LVEF decrease were asymptomatic and no cases of cardiac
failure occurred

RESEARCH
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Updated Results from DESTINY-Breast01, a Phase 2

Trial of Trastuzumab Deruxtecan (T-DXd ) in HER2-
Positive Metastatic Breast Cancer

Modi S et al.
SABCS 2020;Abstract PD3-06.




DESTINY-Breast01: Best Percent Change in Tumor Size
from Baseline

n=169
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Modi S et al. SABCS 2020;Abstract PD3-06.



DESTINY-Breast01: Progression-Free Survival

S 1.0-
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DESTINY-Breast01: Overall Survival

1.04
74%

w 08~ 5
-
2 i
- .
v 064 :
te— |
(<] :
2 N=184 ;
5 0497 dian (95% C) E
@ (" " \
-§ months 246 (23.1-NE) i
* 0.2- Patients censored, 119 (64.7)

n (%) ' i

0'0-‘ ' 1 ] ] ] ] 1 ] 1 1 1 || ] ' ' ' 1 1 ; 1 ] |} ] ' L L 1 |
0 2 4 6 8 10 12 14 16 18 20 22 24 26 32
Months
Noatrisk: 184 182 174 168 159 154 147 140 131 122 103 52 17 12 0
Ligh gray dashed lines ndicate 85% CI
RTP

Modi S et al. SABCS 2020;Abstract PD3-06.
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DESTINY-Breast01: Safety

AEs of special interest (n = 184) All grades Grades 3 and 4
Interstitial lung disease 25 (13.6%) 1 (0.5%)
Prolonged QT interval 9 (4.9%) 2 (1.1%)
Infusion-related reaction 4 (2.2%) 0

Decreased left ventricular ejection

(0) (0)
e 3 (1.6%) 1(0.5%)

 Most common Grade >3 AEs were decreased neutrophil count
(21%), anemia (9%) and nausea (8%).
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Modi S et al. N Engl J Med 2020;382(7):610-21.



Trastuzumab Deruxtecan (T-DXd) in Patients with
HER2+ Metastatic Breast Cancer with Brain

Metastases: A Subgroup Analysis of the DESTINY-
BreastO1 Trial

Jerusalem GHM et al.
ASCO 2021;Abstract 526.




DESTINY-Breast01: Clinical Activity Outcomes
with Trastuzumab Deruxtecan

CNS Subgroup All Patients
Endpoint (n =24) (N = 184)
Confirmed ORR 58.3% 60.9%
Duration of response 16.9 mo 14.8 mo
Progression-free survival 18.1 mo 16.4 mo

Best Response in Brain Lesions in the CNS Subgroup
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Antitumor Activity and Safety of

= Trastuzumab Deruxtecan in Patients With
HER2-Low—Expressmg Advanced Breast

. Cancer: Results From a Phase Ib Study

Shanu Modi, MD'; Haeseong Park, MD, MPH?; Rashmi K. Murthy, MD, MBE?3; Hiroji Iwata, PhD, MD*; Kenji Tamura, MD, PhD?>;
Junji Tsurutani, MD, PhD®; Alvaro Moreno-Aspitia, PhD’; Toshihiko Doi, MD, PhD?; Yasuaki Sagara, MD®; Charles Redfern, MD'%;
lan E. Krop, MD, PhD'!; Caleb Lee, MD, PhD'?; Yoshihiko Fujisaki, MS'3; Masahiro Sugihara, PhD'3; Lin Zhang, MD, PhD'?;
Javad Shahidi, MD'?; and Shunji Takahashi, MD*

J Clin Oncol 2020;38(17):1887-96.

RTP
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Effect of Trastuzumab Deruxtecan in Heavily Pretreated®
HER2-Low Metastatic Breast Cancer

__ 80 Clinical activity (by independent review)
—
g E 40 Overall 37%
> @ 20 gecnonooonmmmnomno o HER2 2+ 39%

wn 0 * % * * ¥ %
R ‘ H ‘ H H ‘ ‘ HER2 1+ 36%
e 20 ... ER+ 40% (N = 47)
= O _40 -
c = % ER- 14% (N = 7)
S g 7 I

.E _80 —

£ Overall 11.1 months

100 -

* Median of 7.5 prior regimens
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Modi et al. J Clin Oncol 2020;38(17):1887-96. Courtesy of lan E Krop, MD, PhD



Updated Results of Tucatinib versus Placebo Added to
Trastuzumab and Capecitabine for Patients with
Pretreated HER2+ Metastatic Breast Cancer with and
without Brain Metastases (HER2CLIMB)

Curigliano G et al.
ASCO 2021;Abstract 1043.




HER2CLIMB: Overall Survival
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HER2CLIMB: Progression-Free Survival
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Tucatinib vs Placebo in Combination with
Trastuzumab and Capecitabine for Patients with
Locally Advanced Unresectable or HER2-Positive
Metastatic Breast Cancer (HER2CLIMB): Outcomes
by Hormone Receptor Status

Hamilton E et al.
SABCS 2020;Abstract PD3-08.




OS by HR Status in the Total Study Population

* Clinically meaningful improvement of OS was observed in patients on the tucatinib arm
regardless of hormone receptor status.

OS in HR+ Subgroup OS in HR- Subgroup
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HER2CLIMB: Safety Outcomes

Tucatinib (n = 404) Placebo (n = 197)

select A

Any 99.3% 55.2% 97.0% 48.7%
Diarrhea 80.9% 12.9% 53.3% 8.6%
PPE syndrome 63.4% 13.1% 52.8% 9.1%
Nausea 58.4% 3.7% 43.7% 3.0%
Fatigue 45.0% 4.7% 43.1% 4.1%
Vomiting 35.9% 3.0% 25.4% 3.6%
Stomatitis 25.5% 2.5% 14.2% 0.5%
Increased AST 21.3% 4.5% 11.2% 0.5%
Increased ALT 20.0% 5.4% 6.6% 0.5%
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Murthy R et al. SABCS 2019;Abstract GS1-01; Murthy RK et al. N Engl J Med 2020;382(7):597-609.



® Intracranial Efficacy and Survival With Tucatinib
Plus Trastuzumab and Capecitabine for
Previously Treated HER2-Positive Breast Cancer
With Brain Metastases in the HER2CLIMB Trial

Nancy U. Lin, MD?; Virginia Borges, MMSc, MD?; Carey Anders, MD3?; Rashmi K. Murthy, MD, MBE?*; Elisavet Paplomata, MD>;
Erika Hamilton, MD®; Sara Hurvitz, MD’; Sherene Loi, MD, PhD2; Alicia Okines, MBChB, MD?; Vandana Abramson, MD*?;
Philippe L. Bedard, MD'!; Mafalda Oliveira, MD, PhD'?; Volkmar Mueller, MD*3; Amelia Zelnak, MD'?;

Michael P. DiGiovanna, MD, PhD'®; Thomas Bachelot, MD'®; A. Jo Chien, MD'’; Ruth O’Regan, MD?;

Andrew Wardley, MBChB, MSc, MD!2; Alison Conlin, MD, MPH*°; David Cameron, MD, MA2°; Lisa Carey, MD?!;

Giuseppe Curigliano, MD, PhD??; Karen Gelmon, MD?3; Sibylle Loibl, MD, PhD?*; JoAl Mayor, PharmD?>;

Suzanne McGoldrick, MD, MPH?%; Xuebei An, PhD?°; and Eric P. Winer, MD!
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J Clin Oncol 2020:38(23):2610-9. RTP




Duration of Treatment
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Lin NU et al. J Clin Oncol 2020;38(23):2610-9.



Time from Random Assignment to Second Disease Progression by
Investigator Assessment or Death

No. of Median
events (95% ClI)

Tucatinib, trastuzumab, 12 of 21 15.9 (11.7 to 28.2)

1.0 7 and capecitabine
Faceboniasiizimab; i i 9.7 (4.9 to 12.0)
and capecitabine
= 0.8 -
— HR, 0.29 (95% ClI, 0.11 to 0.77)
=
c 0.6 P =.009
Bl o
o :
- ..
Q. (0.4 - Tucatinib,
e— trastuzumab,
N and capecitabine
L
. 0.2 -
e
Placebo, trastuzumab, and capecitabine
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Time from First PD to Second PD by Investigator Assessment or Death

No. of Median
events (95% CI)
Tucatinib, trastuzumab,

1.0 : and capecitabine 1265 2] 7.6 (3.9 to 11.3)
KIACoRos RS hZNInak, 8 of 9 3.1 (1.2 to 4.1)
and capecitabine

= (0.8 -
E HR, 0.33 (95% ClI, 0.13 to 0.85)
o
c 0.6 P=.02
o | ’
O S—
| -
& 0-4 o I
N e
L Tucatinib, trastuzumab,
. (0.2 1 and capecitabine
Placebo,
trastuzumab, and capecitabine
1 I 1 1 1 1 |
0 3 6 9 12 15 18 21

Time Since First Progression (months)
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Final Overall Survival Results from the SOPHIA Study for Patients with
HER2-Positive Metastatic Breast Cancer Did Not Demonstrate a

Statistically Significant Advantage with Margetuximab Over Trastuzumab
Press Release — September 07, 2021

“Final overall survival (OS) results of the SOPHIA Phase 3 study in adult patients with metastatic
HER2-positive breast cancer did not demonstrate a statistically significant advantage for
margetuximab over trastuzumab.

The final OS analysis of the SOPHIA study was performed after 385 OS events occurred in the intent-
to-treat (ITT) population. As per the study protocol, OS was defined as the number of days from
randomization to the date of death (from any cause). The final OS analysis for the ITT population did
not demonstrate a statistically significant advantage for margetuximab plus chemotherapy
compared to that of patients who received trastuzumab plus chemotherapy (hazard ratio [HR]=0.95;
95% Confidence Interval [Cl]: 0.77-1.17; P=0.62). In this overall ITT population, the median survival
was 21.6 months in patients treated with margetuximab plus chemotherapy (N=266) compared to
21.9 months in patients treated with trastuzumab plus chemotherapy (N=270).

The safety profile at the time of the final OS analysis of SOPHIA was similar to what was previously
reported.”

https://www.globenewswire.com/news-release/2021/09/07/2292944/0/en/MacroGenics-Announces-Final-Overall-Survival-Results-from-SOPHIA- |
Study-of-MARGENZA-in-Patients-with-HER2-Positive-Metastatic-Breast-Cancer.html SR




Research

JAMA Oncology | Original Investigation

Efficacy of Margetuximab vs Trastuzumab in Patients
With Pretreated ERBB2-Positive Advanced Breast Cancer
A Phase 3 Randomized Clinical Trial

Hope S. Rugo, MD; Seock-Ah Im, MD, PhD; Fatima Cardoso, MD; Javier Cortés, MD, PhD; Giuseppe Curigliano, MD, PhD;

Antonine Muselino, MD, PhD, MSc; Mark D. Pegram, MD; Gail S. Wright, MD; Cristina Saura, MD, PhD; Santiago Escriva-de-Romani, MD;

Michelino De Laurentiis, MD, PhD; Christelle Levy, MD; Ursa Brown-Glaberman, MD; Jean-Marc Ferrero, MD; Maaike de Boer, MD, PhD;

Sung-Bae Kim, MD, PhD; Katarina Petrakova, MD, PhD; Denise A. Yardley, MD; Orit Freedman, MD, MSc; Erik H. Jakobsen, MD; Bella Kaufman, MD;
Rinat Yerushalmi, MD; Peter A. Fasching, MD; Jeffrey L. Nordstrom, PhD; Ezio Bonvini, MD; Scott Koenig, MD, PhD; Sutton Edlich, MS, PA;
Shengyan Hong. PhD; Edwin P. Rock, MD, PhD; William J. Gradishar, MD; for the SOPHIA Study Group

JAMA Oncol 2021;[Online ahead of print].
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SOPHIA: PFS by Central Blinded Analysis (ITT Population)

o Margetuximab + Trastuzumab +
100 chemotherapy (n=266) chemotherapy (n=270)
Margetuximab + chemotherapy
No. of events 130 135
Trastuzumab + chemotherapy
i Median PFS (95% Cl) 5.8 mo (5.52-6.97) 4.9mo(4.17-5.59)
| 3-mo PFS rate 72% (65%-77%) 70% (63%-76%)
6-mo PFS rate 48% (41%-56%) 36% (28%-44%)
" 60+ 9-mo PFS rate 30% (22%-38%) 22% (15%-30%)
AR e, ' e e e e e HR by stratified Cox model, 0.76 (95% Cl, 0.59-0.98)
* 40 Stratified log-rank P=.03
24% Risk reduction of disease progression?
Median follow-up, 2.8 mo
20- .
0 T 1 T 1
0 5 10 15 20 25
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Rugo HS et al. JAMA Oncol 2021;[Online ahead of print].



SOPHIA: OS Analysis (ITT Population)

100

Margetuximab + Trastuzumab +
chemotherapy (n=266) chemotherapy (n=270)
80- No. of events 131 139
Median 0S (95%Cl)  21.6mo(18.86-24.05) 19.8 mo (17.54-22.28)
g 3-mo OS rate 75% (70%-80%) 75% (70%-80%)
< N e A | 9-mo OSrate 44% (36%-51%) 40% (33%-48%)
40 - '
HR by stratified Cox model, 0.89 (95% Cl,
- 0.69-1.13)
20- Margetuximab + chemotherapy | et Stratified log-rank P=.33
Trastuzumab + chemotherapy Median follow-up, 15.6 mo
o T T 1

0 10 20
Time from randomization, mo

Rugo HS et al. JAMA Oncol 2021;[Online ahead of print].
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Trastuzumab plus Endocrine Therapy or
Chemotherapy as First-Line Treatment for
Metastatic Breast Cancer with Hormone Receptor-
Positive and HER2-Positive: The SYSUCC-002
Randomized Clinical Trial

Yuan Z et al.
ASCO 2021;Abstract 1003.




SYSUCC-002: Progression-Free Survival (Primary Endpoint)
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SYSUCC-002: Subgroup Analysis of PFS

ET group CT group
(events/ n) (events/ n)

Age, years 0.146
<40 29/31 30/42 ; ; 1.14 (0.67, 1.91)
> 40 151/165 135/154 0.80 (0.63, 1.00)

Receptor status
ER and PR positive 143/157 128/157 0.90 (0.71, 1.15)
ER or PR positive 37/39 37/39 0.76 (0.48, 1.20)

Visceral involvement
Yes 106/114 103/119 0.95 (0.72, 1.25)
No 74/82 62/77 0.80 (0.57,1.12)

Previous adjuvant endocrine therapy
Als 74/83 66/83 0.98 (0.69, 1.15)
ORMs 56/59 51/59 0.97 (0.70, 1.36)

Metastasis number
<2 127/140 111/139
=2 53/56 54/57

Disease-free interval
< 24 months 59/64 64/78 h
> 24 months 71/78 53/64 il

Subgroup Hazard Ratio (95% CI) p value

I I
0 05 1.5 2.0

ET better CT better

Yuan Z et al. ASCO 2021;Abstract 1003.




Primary Outcome of the Phase 11l SYD985.002/TULIP Trial
Comparing [vic-]Trastuzumab Duocarmazine to Physician’s
Choice Treatment in Patients with Pre-treated HER2-Positive
Locally Advanced or Metastatic Breast Cancer

Manich E et al.
ESMO 2021;Abstract LBA15.

Conclusions: Treatment with [vic-]Jtrastuzumab duocarmazine significantly
improved PFS in comparison with standard physician’s choice
chemotherapy and may provide a new treatment option for patients with
pre-treated locally advanced or metastatic HER2-positive breast cancer.




Select Ongoing Phase lll Trials in Metastatic HER2-Positive Breast Cancer

Estimated
Estimated completion
Trial identifier enrollment Regimens date
STINY 09 « Trastuzumab deruxtecan
DESTINY-Breast . .
(NCT04784715) 1,134 First line « Trastuzumab deruxtecan + pertuzumab 2029
« Trastuzumab + pertuzumab + taxane
HER2CLIMB-02 « T-DM1 + tucatinib
460 Second line 2024
(NCT03975647) - Placebo + T-DM1
« Trastuzumab deruxtecan
DESTINY-Breast02 5 ician’ '
600 Third line PTBEIEENS Enies o 2024
(NCT03523585) capecitabine/trastuzumab or
capecitabine/lapatinib
<2 lines of therapy,
DESTINY-Breast12 500 presence or absence |* Trastuzumab deruxtecan 2024
of BM

BM = brain metastases
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www.clinicaltrials.gov. Accessed September 2021.



Select Trials in Progress for HER2-Positive Breast Cancer

ESMO 2021: 330TiP Trastuzumab deruxtecan (T-DXd; DS-8201) in HER2-positive (HER2+) and HER2-
low expressing (HER-LE) metastatic breast cancer (MBC) with brain metastases (BM) and/or
leptomeningeal carcinomatosis (LMC): DEBBRAH

Presenter: Marta Vaz Batista

ESMO 2021: 329TiP KATE3 — A phase Il study of trastuzumab emtansine (T-DM1) in combination with
atezolizumab or placebo in patients with previously treated HER2-positive and PD-L1—positive locally
advanced or metastatic breast cancer

Presenter: Sherene Loi

ESMO 2021: 328TiP Phase lll study of trastuzumab deruxtecan (T-DXd) with or without pertuzumab vs
a taxane, trastuzumab and pertuzumab in first-line (1L), human epidermal growth factor receptor 2-
positive (HER2+) metastatic breast cancer (mBC): DESTINY-Breast09

Presenter: Sara Tolaney




Select Trials in Progress for HER2-Positive Breast Cancer
(Continued)

ESMO 2021: 331TiP HER2CLIMB-04 — Phase Il trial of tucatinib + trastuzumab deruxtecan in patients
with HER2+ locally advanced or metastatic breast cancer with and without brain metastases
Presenter: Lisa Carey

ESMO 2020: 353TiP HER2CLIMB-02 — A randomized, double-blind, phase Il study of tucatinib or
placebo with T-DM1 for unresectable locally advanced or metastatic HER2+ breast cancer
Presenter: Sara Hurvitz

ASCO 2021: TPS595 Postneoadjuvant T-DM1 + tucatinib/placebo in patients with residual HER2-
positive invasive breast cancer
Presenter: Ciara Catherine Maria O’Sullivan

ASCO 2021: TPS596 eMonarcHER — A phase 3 study of abemaciclib plus standard adjuvant endocrine
therapy in patients with HR+, HER2+, node-positive, high-risk early breast cancer
Presenter: Sara Tolaney




Select Trials in Progress for HER2-Positive Breast Cancer
(Continued)

ASCO 2021: TPS1099 Phase I/Il study of radiation therapy followed by intrathecal
trastuzumab/pertuzumab in the management of HER2+ breast leptomeningeal disease
Presenter: Kamran A Ahmed

SABCS 2020: OT-03-01 Trastuzumab deruxtecan (T-DXd; DS-8201) vs trastuzumab emtansine
(T-DM1) in high-risk patients with HER2-positive, residual invasive early breast cancer after
neoadjuvant therapy: A randomized, phase 3 trial (DESTINY-Breast05)

Presenter: Charles Geyer

SABCS 2020: OT-28-01 HER2CLIMB-02 — A randomized, double-blind, phase 3 study of tucatinib or
placebo with T-DM1 for unresectable locally-advanced or metastatic HER2+ breast cancer
Presenter: Sara Hurvitz

SABCS 2020: OT-28-03 VICKI — A Phase Ib/Il, randomized, placebo-controlled, study of venetoclax plus
ado-trastuzumab emtansine (T-DM1) in patients (pts) with previously treated HER2-positive locally
advanced (LA) or metastatic breast cancer (MBC)

Presenter: Geoffrey Lindeman




Select Trials in Progress for HER2-Positive Breast Cancer
(Continued)

e SABCS 2019: OT2-01-02 TBCRC049 — A phase Il non-randomized study to assess the safety and
efficacy of the combination of tucatinib and trastuzumab and capecitabine for treatment of
leptomeningeal metastases in HER2 positive breast cancer
Presenter: Rashmi K Murthy
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Localized HER2-Positive Breast Cancer




FDA-Approved Agents for Early-Stage HER2-Positive Breast Cancer

NSABP-31 AC-T-placebo vs AC-T-H
Adjuvant HER2+ EBC, N9831 AC-T vs AC-H vs AC-T-H
Trastuzumab o 2006
first line BCIRG 006 ACT vs ACT-H vs TC-H
HERA Observation vs trastuzumab
Neoadjuvant HER2+,
Pertuzumab NeoSphere TD vs PTD vs PT vs PD 2013

EBC

_ Chemotherapy plus trastuzumab
Pertuzumab Adjuvant HER2+, EBC APHINITY 2017

plus pertuzumab vs placebo

Extended adjuvant

Neratinib ExteNET Placebo vs neratinib 2017
treatment of HER2+ EBC

Adjuvant HER2+ EBC with residual
T-DM1 disease after neoadjuvant taxane KATHERINE Trastuzumab vs T-DM1 2019
and trastuzumab-based treatment

AC-H = doxorubicin, cyclophosphamide, and trastuzumab; AC-T, doxorubicin, cyclophosphamide, and paclitaxel; AC-T-H, doxorubicin, cyclophosphamide, paclitaxel, and
trastuzumab; H, trastuzumab; PD, pertuzumab and docetaxel; PT, trastuzumab and pertuzumab; PTD, pertuzumab, trastuzumab, and docetaxel; TC, docetaxel and
cyclophosphamide; TC-H, docetaxel, cyclophosphamide, and trastuzumab; TD, trastuzumab and docetaxel; THP, docetaxel, trastuzumab, and pertuzumab
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Choong GM et al. CA Cancer J Clin 2020;70:355-374.



Trastuzumab Emtansine (T-DM1): Mechanisms of Action
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driving innovation in oncology
ORIGINAL ARTICLE

Adjuvant T-DM1 versus trastuzumab in patients with residual invasive
disease after neoadjuvant therapy for HER2-positive breast cancer:
subgroup analyses from KATHERINE

E. P. Mamounasl'z*, M. Untch®, M. S. Mano”, C.-S. Huangs, C. E. Geyer Jr'®, G. von Minckwitz’, N. Wolmark™?®, X. Pivot’,
S. Kuemmel*”**, M. P. DiGiovanna'?, B. Kaufman®®, G. Kunz”"**, A. K. Conlin™*>, J. C. Alcedo'®, T. Kuehn'’, I. Wapnirl'ls,
A. Fontana'’®, J. Hackmann”?°, J. Polikoff"**, M. Saghatchian®’, A. Brufsky"*?, Y. Yang®*, M. Zimovjanova®, T. Boulet*®,
H. Liu*’, D. Tesarowski’®, L. H. Lam”®, C. Song”®, M. Smitt’®**® & S. Loibl”*°
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KATHERINE: Summary of Adverse Events Associated with T-DM1

Trastuzumab
(N =720)

Grade >3 adverse event 15.4% 25.7%
AE leading to drug 2.1% 18.1%
discontinuation

Decreased platelet count 0.3% 5.7%
Hypertension 1.2% 2.0%
Peripheral sensory neuropathy 0 1.4%
Decreased neutrophil count 0.7% 1.2%
Hypokalemia 0.1% 1.2%
Fatigue 0.1% 1.1%
Anemia 0.1% 1.1%
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Von Minckwitz G et al. N Engl J Med 2019;380(7):617-28.



Time to First Invasive Disease-Free Survival Event for Patients
Who Received Anthracycline-Based Neoadjuvant Therapy

= X
s “_;\___
o —
=
§ 0.6 -
"c’ T-DMH1 Trastuzumab
I (n=579) (n = 564)
=
g 0.4 - Patients with event, n (%) 78 (13.5) 135 (23.9)
E 3-year event-free rate, % (95% Cl)  87.4 (84.5-90.2)  75.7 (71.9-79.5)
Unstratified HR (95% Cl) 0.51 (0.38-0.67)
0.2 -
Trastuzumab
T-DM1
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Mamounas EP et al. Ann Oncol 2021;[Online ahead of print].



Time to First Invasive Disease-Free Survival Event for Patients
Who Received Non-Anthracycline-Based Neoadjuvant Therapy

1 O i “\_\x
H‘_I-h
H I
0.8 1
Q
o
§ 0.6
“c’ T-DMA1 Trastuzumab
o (n=164) (n=179)
y = : :
S 0.4 - Patients with event, n (%) 13 (7.9) 30 (16.8)
g 3-year event-free rate, % (95% Cl)  91.7 (87.1-96.2)  81.4 (75.2-87.5)
Unstratified HR (95% CI) 0.43 (0.22-0.82)
0.2 4
Trastuzumab
T-DMA1
0.0 1 | 1 1 I 1 | 1 1 I 1
0 6 12 18 24 30 36 42 48 54 60
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Mamounas EP et al. Ann Oncol 2021;[Online ahead of print].



= Adjuvant Trastuzumab Emtansine Versus

= Paclitaxel in Combination With Trastuzumab for
- Stage | HER2-Positive Breast Cancer (ATEMPT): A
< Randomized Clinical Trial

2 Sara M. Tolaney, MD, MPH!?; Nabihah Tayob, PhD!; Chau Dang, MD?; Denise A. Yardley, MD*; Steven J. Isakoff, MD, PhD?>;
Vicente Valero, MD®; Meredith Faggen, MD!; Therese Mulvey, MD®; Ron Bose, MD, PhD’; Jiani Hu, MSc'; Douglas Weckstein, MD?;
Antonio C. Wolff, MD®; Katherine Reeder-Hayes, MD, MBA, MSc?®; Hope S. Rugo, MD®; Bhuvaneswari Ramaswamy, MD'?;

Dan Zuckerman, MD!2; Lowell Hart, MD'3; Vijayakrishna K. Gadi, MD, PhD'4; Michael Constantine, MD?; Kit Cheng, MD'5;
Frederick Briccetti, MD'; Bryan Schneider, MD'®; Audrey Merrill Garrett, MD'’; Kelly Marcom, MD'2; Kathy Albain, MD?;
Patricia DeFusco, MD?°; Nadine Tung, MD?*?21; Blair Ardman, MD??; Rita Nanda, MD?3; Rachel C. Jankowitz, MD?*;

Mothaffar Rimawi, MD?°; Vandana Abramson, MD?%; Paula R. Pohlmann, MD, PhD, MSc?’; Catherine Van Poznak, MD?3;
Andres Forero-Torres, MD?°; Minetta Liu, MD3°; Kathryn Ruddy, MD3°; Yue Zheng, MSc!; Shoshana M. Rosenberg, ScD, MPH!'%;
Richard D. Gelber, PhD'?; Lorenzo Trippa, PhD'?; William Barry, PhD'; Michelle DeMeo, BS®; Harold Burstein, MD, PhD*:%;
Ann Partridge, MD, MPH'2; Eric P. Winer, MD*?; and lan Krop, MD, PhD*-

J Clin Oncol 2021;[Online ahead of print]
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ATEMPT: Invasive Disease-Free Survival (iDFS) and Recurrence-
Free Interval (RFI)

Three-year iDFS 97.8% 93.4%

Three-year RFI 99.2% 94.3%
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Tolaney SM et al. J Clin Oncol 2021;[Online ahead of print].



ATEMPT: Clinically Relevant Toxicity

Clinically Relevant Toxicity T-DM1 (n = 383) TH (n = 114)
Grade 23 nonhematologic toxicity 9% 11%

[ Grade 22 neurotoxicity 11% 23% ]
Grade 24 hematologic toxicity 1% 0%
Febrile neutropenia 0% 2%

Any toxicity requiring dose delay 28% 26%

[ Any toxicity requiring early discontinuation 17% 6% ]

Total 46% 47%
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Tolaney SM et al. J Clin Oncol 2021;[Online ahead of print].



Continued Efficacy of Neratinib in Patients with HER2-Positive
Early-Stage Breast Cancer: Final Overall Survival Analysis from
the Randomized Phase 3 ExteNET Trial

Holmes FA et al.
SABCS 2020;Abstract PD3-03.




ExteNET: Final Overall Survival Analysis

Intention-to-treat population Hazard ratio (95% Cl)
All patients (n = 2,840) = 0.95 (0.75-1.21)

Nodal status
Negative (n = 671) =

0.78 (0.40-1.48)

Positive (n = 2,169) = 0.98 (0.76-1.28)
Hormone receptor status
Positive (n = 1,631) = 0.80(0.58-1.11)
Negative (n = 1,209) E = 1.18 (0.83-1.69)
Prior trastuzumab
Concurrent (n =1,770) i 0.99 (0.72-1.35)
Sequential (n = 1,070) - 0.91 (0.62-1.33)
Completion of prior trastuzumab
<1 year (n =2,297) i 0.99 (0.76-1.28)
>1 year (n = 543) = 0.78 (0.40-1.50)
Prior neoadjuvant therapy ;
Yes (n = 721) = : 078 (0.50-1.13)
No (n=2,119) = 1.12 (0.83-1.53)
pPCR status
No pCR (n = 556) - 0.87 (0.55-1.35)
Yes pCR (n =126) = 0.25(0.04-1.01)
| 1

| | |
0 0.5 1.5 2.0
<— Favors neratinib  Favors placebo —»

[y
o
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Holmes FA et al. SABCS 2020;Abstract PD3-03.



ExteNET: Cumulative Incidence of CNS Recurrences

Cumulative incidence

Events, n of CNS recurrences, % (95% Cl)
Population or subgroup m Placebo
Intention-to-treat population (n = 2,840) 16 23 1.3 (0.8-2.1) 1.8 (1.2-2.7)
HR+/<1-year population
(EU indication) (n = 1,334) 4 12 0.7 (0.2-1.7) | 2.1(1.1-3.5)
Prior neoadjuvant therapy (n = 1,334)
No (n =980) 3 6 0.7 (0.2-2.0) 1.5 (0.6-3.0)
Yes (n = 354) 1 6 0.7 (0.1-3.3) | 3.7(1.5-7.4)
pCR status (n = 354)
No (n = 295) 1 5 0.8(0.1-4.0) | 3.6(1.3-7.8)
Yes (n = 38) 0 1 0 (NE) 5.0 (0.3-21.2)
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Holmes FA et al. SABCS 2020;Abstract PD3-03.



ExteNET: CNS Disease-Free Survival at 5 Years

Population or subgroup

Intention-to-treat population

Events, n

e | et

Kaplan-Meier
estimate at 5 years %, (95% Cl)

Hazard ratio

(n = 2.840) 29 42 97.5 (96-4-98.3) | 96.4 (95.2-97.4) 0.73
HR+/<1-year population
(EU indication) (n = 1,334) 9 23 98.4 (96.8-99.1) | 95.7 (93.6-97.2) 0.41
Prior neoadjuvant therapy (n = 1,334)
No (n = 980) 7 10 98.2 (96.3-99.2) | 97.5(95.3-98.6) 0.70
Yes (n = 354) 2 13 98.7 (94.8-99.7) | 91.2 (85.1-94.8) 0.18
pCR status (n = 354)
No (n = 295) 2 10 98.4 (93.6-99.6) | 92.0 (85.6-95.7) 0.24
Yes (n = 38) 0 3 100 (100-100) 81.9 (53.1-93.9) 0

Holmes FA et al. SABCS 2020;Abstract PD3-03.
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CONTROL Trial: Strategies to Improve Neratinib Tolerability

Background: Neratinib is approved for extended adjuvant therapy in HER2-positive BC

 Neratinib poorly tolerated in ExteNET
- Discontinuation rate: 17%
- @Grade 3 diarrhea: 40%

Objective: Improve Gl tolerability of neratinib

Methods: Sequential single arm interventions in patients treated with adjuvant therapy
e Cohort1(L): Loperamide (n =137)
e Cohort 2 (BL): Budesonide + loperamide (n = 64)

e Cohort 3 (CL or CL-PRN): Colestipol + loperamide (n = 136) or colestipol + as needed
loperamide (n = 104)

e Cohort 4 (DE): Neratinib dose escalation; ongoing (n = 60)

TO PRACTICE

Barcenas CH et al. Ann Oncol 2020;31(9):1223-30.



Treatment-Emergent Diarrhea in the ExteNET and CONTROL Studies

Outcome ExteNET L BL CL CL-PRN DE
(n = 1408) (n = 137) (n = 64) (n = 136) (n = 104) (n = 60)
Treatment-emergent diarrhea incidence, n (%)
No diarrhea 65 (5) 28 (20) 9 (14) 23 (17) 5 (5) 1(2)
Grade 1 323 (23) 33 (24) 16 (25) 38 (28) 34 (33) 25 (42)
Grade 2 458 (33) 34 (25) 21 (33) 47 (35) 32 (31) 25 (42)
Grade 3 561 (40) 42 (31) 18 (28) 28 (21) 33 (32) 9 (15)
Grade 4 1ii<1) 0 0 0 0 0
Action taken, n (%)
Dose hold 477 (34) 20 (15) 12 (19) 22 (16) 15 (14) 7 (12)
Dose reduction 372 (26) 10 (7) 3 (5) 10 (7) 12 (12) 2 (3)
Discontinuation 237 (17) 28 (20) 5 (8) 5 (4) 8 (8) 2 (3)
Hospitalization 20 (1) 2 (1) 0 0 0 0
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Barcenas CH et al. Ann Oncol 2020;31(9):1223-30.



Select Ongoing Trials in Early-Stage HER2-Positive Breast Cancer

Estimated

completion

Trial identifier

CompassHER2 pCR

Neoadjuvant and

Regimens

Preoperative chemotherapy +
trastuzumab/pertuzumab

If pCR = postoperative

date

2023

(NCT04266249) adjuvant trastuzumab/pertuzumab
If residual disease - postoperative T-DM1
or T-DM1 + tucatinib
High-risk, residual
DESTINY-Breast05 " disease after Trastuzumab deruxtecan 5027
(NCT04622319) neoadjuvant T-DM1
chemotherapy

www.clinicaltrials.gov. Accessed August 2021.
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